Tolerance to anticholinesterase compounds in mammals.
Administration of multiple, sublethal doses of organophosphorus insecticides induces the development of tolerance to their toxicity. Among the different hypotheses investigated to explain the mechanism of this phenomenon, the one which has received the greatest experimental support is a downregulation of the muscarinic cholinergic receptors. Subsensitivity to cholinergic agonist has been demonstrated in vivo and in vitro in isolated organ preparations. Receptor binding experiments using muscarinic antagonists and agonists revealed a decrease of cholinergic receptors in central and peripheral tissues. Tolerance to another class of acetylcholinesterase inhibitors, carbamates has also been demonstrated. Differences from and similarities to organophosphate tolerance are discussed.